1/1 




o u 



1 12 




1 /3 




1 I A 




1 /5 




O O 

< B 

o o 
o o 

o u 

< £■< 

o o 
e> a 

e < 
o u 



< 



o o 
o o 
u o 

o o 
< 

c-< < 

< ih 

o o 

a o 

^ < 

as 

a q 



1 16 



(SEQIDN0;3) 30 40 50 60 70 

90 5531 GCTGGGGTGCACGCCTACCNCAGCGG NTCCCCCTTCCTCTTCTGGGAACA 

:: : ******* ***** ****************** * * 

hpatched CTGGGGCTGTCCAGTTACCCCAACGGCTACCCCTTCCTCTTCTGGGAGCA 
(SEQiDNOM) 3010 3020 3030 3040 3050 

80 90 100 110 120 

9 0 55 31 GTATCTGGGCCTGCGGCGCTGCTTCCTGCTGGCCGTCTGCATCCTGCTGG 
*** * ***** ** * *** * ****** * ** ** * ** *** 

hpatched GTACATCGGCCTCCGCCACTGGCTGCTGCTGTTCATCAGCGTGGTGTTGG 
3060 3070 3080 3090 3100 

130 140 150 160 170 

90 5531 TGTGC ACTTTCCTCGTCTGTGCTCTGCTGCTCCTNAACCCCTGGACGGCT 

***** ******** ** *** * * ** ***************** 

hpatched CCTGCACATTCCTCGTGTGCGCTGTCTTCCTTCTGAACCCCTGGACGGCC 
3110 3120 3130 3140 3150 

180 190 200 210 220 

9 0 5 531 GGCCTN AT AGTGCTGGTCCTGGCG ATG ATG AC AGTGGAACTCTTTGG'fAT 

** **** *** *********** ******* ** ** ** ** ** ** 

hpatched GGG ATCATTGTGATGGTCCTGGCGCTGATG ACGGTCGAGCTGTTCGGCAT 
3160 3170 3180 3190 3200 

230 240 250 

9 0 5 5 31 C ATGGGTTTNCTGGGCATCAAGCTGAGT 

***** ** * ** ******** *** 

hpatched GATGGGCCTCATCGGAATCAAGCTCAGT 
3210 3220 3230 



80 90 100 110 120 

9 0 5 531 TCTGGGCCTGCGGCGCTGCTTCCTGCTGGCCGTCTGCATCCTGCTGGTGT 

:;: * * * * ******* **** ******* 

hpatched GCTGCTGCTGTTCATCAGCGTGGTGTTGGCC TGCACATTCCTCGTGT 

3090 3100 3110 3120 

130 140 150 

9 0 5 5 31 GCACTTTCCTCGTCTGTGCTCTGCTGCT 
********* : : 

hpa tched GCGCTGTCTTCCTTCTG AACCCCTGGAC 
3130 3140 3150 
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30 40 50 60 70 

(S£Q 10 NO: 5) 13 2 6 2 58 GCTGGGGTGCACGCCTACCCCAGCGGCTCCCCCTTCCTCTTCTGGGAACA 

l - * ; ******* ***** ****************** ** 

hpatched CTGGGGCTGTCCAGTTACCCCAACGGCTACCCCTTCCTCTTCTGGGAGCA 
3010 3020 3030 3040 3050 

80 90 100 110 120 

13 26 258 GTATCTGGGCCTGCGGCGCTGCTTCCTGCTGGCCGTCTGCATCCTGCTGG 
*** * ***** ** * *** * ****** * ** ** * ** *** 

hpatched GTACATCGGCCTCCGCCACTGGCTGCTGCTGTTCATCAGCGTGGTGTTGG 
3060 3070 3080 3090 3100 

130 14 0 150 

13 26258 TGTGCACTTTCCTCNTCTGTGCTCT 
***** ******** ** *** * 

hpatched CCTGCACATTCCTCGTGTGCGCTGT 
3110 3120 3130 



90 100 110 120 130 

13 26 258 TCTGGGCCTGCGGCGCTGCTTCCTGCTGGCCGTCTGCATCCTGCTGGTGT 
;;; :;: **** ******* **** ******* 

hpatched GCTGCTGCTGTTCATCAGCGTGGTGTTGGCC TGCACATTCCTCGTGT 

3090 3100 3110 3120 

140 150 
13 26 258 GC ACTTTCCTCNTCTGTGCTCT 

********** - 

hpatched GCGCTGTCTTCCTTCTGAACCC 
3130 3140 



10 20 30 .40 50 

13 26 2 58 CCGGGC AGC ATGCGCAG AGGCCGGCCAGGCTGGGGTGC ACGCCTACCCCA 

****** ***** ** ** * *** ******* * . 

(SEGtDNO 6) hpatched. RC CCGGGCGGCATG- - GCGAAGCGGACCACGCTGGGGGGTGGCTCAGGGGAG 

710 720 730 740 750 
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[Ihh] (nM) [Dhh] (nM) [Shh] (nM) 
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hPtch-2 
mPatched2 

(SEQ ID NO:7) 



10 20 30 40 50 

MTRSPPLRELPPSYTPPARTAAPQILAGSLKAPLWLRAYFQGLLFSLGCG 

* * * *********** ^**^ ****** ^****************** 

MVRPLSLGELPPSYTPPARSSAPHILAGSLQAPLWLRAYFQGLLFSLGCR 
10 20 30 40 50 



60 70 80 90 100 

hPtch-2 IQRHCGKVLFLGLLAFGALALGLRMAIIETNLEQLWVEVGSRVSQELHYT 
************ **********^*^ *** ******************* 

mPatched2 1QKHCGKVLFLGLVAFGALALGLRVAVIETDLEQLWVEVGSRVSQELHYT 

60 70 80 90 100 



hPlch-2 
mPatched2 



110 120 130 140 150 

KE KLG E E AA YT SQ M L I QT ARQ EGE N I LT P E ALGLH LQ AALTAS KVQ V S L Y 
******************* m * * * * m ****** ^ ***************** 

KEKLGEEAAYTSQMLIQTAHQEGGNVLTPEALDLHLQAALTASKVQVSLY 
110 120 130 140 150 



160 170 180 190 200 

hPtch-2 GKSWDLNKICYKSGVPLIENGMIEWMIEKLFPCV1LTPLDCFWEGAKLQG 
************************ ^ ************************* 

mPatched2 GKSWDLNKICYKSGVPLIENGMIERMIEKLFPCVILTPLDCFWEGAKLQG 

160 170 180 190 200 

210 220 230 240 250 

hPtch-2 GSAYLPGRPDIQWTNLDPEQLLEELGPFASLEGFRELLDKAQVGQAYVGR 
****************** m ******************************* 

mPatched2 GSAYLPGRPD1QWTNLDPQQLLEELGPFASLEGFRELLDKAQVGQAYVGR 

210 220 230 240 250 

260 270 280 290 300 

hPich-2 PCLHPDDLHCPPSAPNHHSRQAPNVAHELSGGCHGFSHKFMHWQEELLLG 
*** t *** ******** ^ ********* ^ *********************** 

mPatched2 PCLDPDDPKCPPSAPNRHSRQAPNVAQELSGGCHGFSHKFMHWQEELLLG 

260 270 280 290 300 



310 320 330 340' 350 

hPtch-2 GMARDPQGELLRAEALQSTFLLMSPRQLYEHFRGDYQTHDIGWSEEQAST 
* *** ** **************************************** 

mPatched2 GTARDLQGQLLRAEALQSTFLLMSPRQLYEHFRGDYQTHDIGWSEEQASM 

310 320 330 340 350 
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hPtch-2 
mPatched2 



360 370 380 390 400 

VLQAWQRRFVQLAQEALPENASQQIHAFSSTTLDDILHAFSEVSAARWG 
****************** ****************** ^ ****** ^ _ * * * * 

VLQAWQRRFVQLAQE ALP ANASQQ I HAFSSTTLDD I LRAFS E VSTTRWG 
360 370 380 390 400 



hPtch-2 
mPatched2 



410 420 430 440 450 

GYLLMLAYACVTMLRWDCAQSQGSVGLAGVLLVALAVASGLGLCALLGIT 
*********************** m ************************** 

GYLLMLAYACVTMLRWDCAQSQGAVGLAGVLLVALAVASGLGLCALLGIT 
410 420 430 440 450 



hPtch-2 
mPatched2 



460 470 480 490 500 

FNAATTQVLPFLALGIGVDDVFLLAHAFTEALPGTPLQERMGECLQRTGT 



******************** ******** 



*** ******* 



FNAATTQVLPFLALGIGVDDIFLLAHAFTKAPPDTPLPERMGECLRSTGT 
460 470 480 490 500 



hPtch-2 
mPatched2 



510 520 530 540 550 

SWLTS I NNMAAFLMAALVP I P ALRAF SLQ AA I WG CT FV AVMLV F PA I L 



*** *** ** *********************** 



********** 



SVALTSVNNMVAFPMAALVPIPALRAFSLQAAIVVGCNFAAVMLVFPAIL 

510 520 530 540 550 



560 570 580 590 600 

hP/c/z-2 SLDLRRRHCQRLDVLCCPSSPCSAQVIQILPQELGDGTVPVGI AHLTATV 

******** ************************** ************ 

mPatched2 SLDLRRRHRQRLDVLCCFSSPCSAQVIQMLPQELGDRAVPVG I AHLTATV 

560 570 580 590 600 



hPtch-2 

mPatched2 



610 620 630 640 650 

QAFTHCEASSQHWTILPPQAHLVPPPSDPLGSELFSPGGSTRDLLGQEE 



*********************** 



* ******** ********** *** 



QAFTHCEASSQHWTILPPQAHLLSPASDPLGSELYSPGGSTRDLLSQEE 
610 620 630 640 650 



hPtch-2 
mPatched2 



660 670 680 690- 700 

ETRQKAACKSLPCARWNLAHFARYQFAPLLLQSHAKAIVLVLFGALLGLS 



* ** * *************** 



* * * * * 



******** 



GTGPQAACRPLLCAHWTLAHFARYQFAPLLLQTRAKALVLLFFGALLGLS 
660 670 680 690 700 
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710 720 730 740 750 

hPtch-2 LYGATLVQDGLALTDWPRGTKEHAFLSAQLRYFSLYEVALVTQGGFDYA 
************************************************** 

mPatched2 LYGATLVQDGLALTDWPRGTKEHAFLSAQLRYFSLYEVALVTQGGFDYA 

710 720 730 740 750 



760 770 780 790 800 

hPtch-2 HSQRALFDLHQRFSSLKAVLPPPATQAPRTWLHYYRNWLQGIQAAFDQDW 

************************************ ^ ************* 

mPatched2 HSQRALFDLHQRFSSLKAVLPPPATQAPRTWLHYYRSWLQGIQAAFDQDW 

760 770 780 790 800 

810 820 830 840 850 

hPtch-2 ASGR1TRHSYRNGSEDGALAYKLLIQTGDAQEPLDFSQLTTRKLVDREGL 
****** ********************* ^ ***************** ^ * * * 
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